PATENT COOPERATION TREA''^ 



From the INTERNATIONAL SEARCHING AUTHORITY 



To: 

CHRISTINE E. DIETZEL 
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41 1 HACKENSACK AVENUE 
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NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 
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(PCT Rule 44.1) 

J I 



Date of Mailing 
{day/month/year) 



Applicant's or agent's file reference 
I2161006/PCT 



FOR FURTHER ACTTION See paragraphs ! and 4 below 



InCemational application No. 
PCT/US03/16961 



International filing date 
{day/month/year) 

29 May 2003 (29.05.2003) 



Applicant 

MEMORIAL SLOAN-KETTERING CANCER CENTER 



IXI The applicant is hereby notified that die i^raational search report has been established and is transmiUed herewidi. 

Filing of ammdmrats and statf nyp t: 

The applicant is entitled, if he 



When? 



The time limit for 
international searclTj 




I of the international ai 



tion (see Rule 46): 



3. 



sSiodrnally two nionths from tl.e date of transmittal of the 

Where? DirecUy to the Internaticual^Bi^^^^bf WIPO, 34, chemin des Colombettes 
1211 Geneva 20, Switzerland, Facsinule No.: (41-22) 740.14.33 

For more detailed uistructions> see the notes on the acconq>aiiying' sheet. 

I I 'Ihe applicant is hereby notified that no international search report will be established and that the declaration under 
Article 17(2)(a) to that effect is transmitted herewith. 

I I With regard to the protest against payment of (an) additional fee(8) under Rule 40.2, the applicant is notified that: 

I I the protest together with the decision thereon has been transmitted to the International Bureau together with the 

applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices. 
I I no decision has been made yet on the protest; the applicant will be notifled as soon as a decision is made. 

Raiiuido*s 

Shortly after 18 maaths from the priority date, the international application will be published by the International Bureau. If the 
applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the priority claim, 
must reach the International Bureau as provided in Rules 90 bis,\ and 90 2^/5.3, respectively, before the completion of the technical 
preparations for international publication. 

Within 19 months from the priority date, but only in respect of some designated Offices, a demand for international preliminary 
examination must be filed if the applicant wishes to postpone the entry iruo the national phase until 30 months from the priority 
date (in some Offices even later); otherwise the applicant must, within 20 mimths from the priority date, perform the prescribed 
acts for entry into the national phase before those designated Offices. 

In respect of other designated Offices, the time limit of 30 months (or later) will apply even if no demand is filed within 19 months. 

See the Annex to Form PCT/IB/301 and, for details about the applicable time limits, Office by Office, see the PCT AppUcqnt's 
Guide, Volume II, National Chapters and the WlPO Internet site. 
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NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(POT Rule 44.1) 



Dale of Mailing . mtrf\ Oflfl H 

(dayAnonth/year) \^ AUG ZuU4 



Applicant's or agent's file reference 
12161006/PCT 



FOR FURTHER ACTION See paragraphs 1 and 4 below 



International application No. 
PCT/US03/ 16961 



International filing date 

(day /month/year) 

29 May 2003 (29.05.2003) 



Applicant 

MEMORIAL SLOAN-KETTERING CANCER CENTER 



12^ The applicant is hereby notified lhat the international search report has been established and is transmiUed herewith. 
Filing of amendmaits and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the international application (see Rule 46): 

Whoi? The time limit for filing such amendments is normally two months from the date of transmittal of the 
international search report. 

Where? Directly to the International Bureau of WIPO, 34, chemin des Colombettes 
1211 Geneva 20, Switzerland, Facsimile No.: (41-22) 740.14.35 

For more detailed instructionsy see the notes on the accompanying sheet. 

The applicant is hereby notified that no international search report will be established and that the declaration under 
Article 17(2)(a) to that effect is transmitted herewith. 

O With regard to the protest against payment of (an) additional fee(8) under Rule 40:2, the applicant is notified duit: 

Q the protest together with the decision thereon has been transmitted to the International Bureau together with the 

«PP*icanl'« request to forward the texts of both the protest and the decision thereon to the designated Offices. 
I I no decision has been made yet on the protest; die applicant will be notified as soon as a decision is made. 

Reminders 

Shortly after 18 niaaths from the priority date, the international application will be published by the International Bureau. If the 
applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the priori^ claim, 
must reach the International Bureau as provided in Rules 90 bisA and 90 respectively, before the completion of the technical 

preparations for international publication. 

Widiin 19 numths from the priority date, but only in respect of some designated Offices, a demand for international preliminary 
examination must be filed if the applicant wishes to postpone the entiy into the national phase until 30 months from Uie priority 
date Cm some Offices even later); otherwise Uie applicant must, within 20 months from the priority date, perform the prescribed 
acts for entry into the national phase before those designated Offices. 

In respect of otiier designated Offices, the time limit of 30 months (or later) will apply even if no demand is filed within 19 months. 

See the Annex to Form PCT/IB/301 and, for details about the applicable time limits. Office by Office, see the PCT Applicant's 
Guide, Volume II, National Chapters and the WIPO Internet site. 
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INTERNATIONAL SEARCH REPORT 
(PCT Article 18 and Rules 43 and 44) 



^piicant's or agent's file reference 
12161006/PCT 



FOR FURTHER 
ACTION 



see Notification of Tnuumittal of Intematioaa] Search Repoit 
(Fbnn PCT/ISA/220) as well as. where applicable, item 5 
below. 



International application No. 
PCT/US03/ 16961 



International filing date {day/month/year) 
29 May 2003 (29.05.2003) 



(Earliest) Priority Date (dayMionth/year) 
30 May 2002 (30.05.2002) 



Applicant 

MEMORIAL SLOAN-KETTERING CANCER CENTER 



This international search report has been prepared by this International Searching Authority and is transmitted to the 
applicant according to Article 18. A copy is being transmitted to the International Bureau. 



This international search report consists of a tota! of 



sheets. 



It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the Report 

a. With regard to the language » the international search was carried out on the basis of the international application in the 



□ 



□ 
□ 
□ 

□ 

□ 



language in wiiich it was filed, unless otherwise indicated under this item. 

the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23. 1(b)). 

Witii regard to any nucleotide and/or amino add sequence disclosed in the international application, the international 
search was carried out on the basis of the sequence listing: 

contained in the international application in written fonn. 

filed together with the international application in con^juter readable form. ' 
furnished subsequentiy to this Authority in written form, 
furnished subsequently to this Authority in computer readable form. 

the statement that the subsequentiy furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement Uiat the information recorded in con^uter readable form is identical to the written sequence listing has 
been furnished. 



Certain claims were foimd unsearchable (See Box I). 

Unity of invention is lacking (See Box II). 
■-..Widi regard to die title, 

IXI the text is approved as submitted by the applicant. 

□ 

the text has been established by this Authority to read as follows: 
With regard to the abstract, 

IXI the text is approved as submitted by the applicant. 

□ 

Oie text has been established, according to Rule 38.2(b), by this Autiiority as it appears in Box III. The applicant 
may, witiun one month from the date of mailing of tiiis international search report, submit comments to this 
Authority. 

The figure of the drawings to be published witii the absttact is Figure No. 

as suggested by the applicant. 
I I because the applicant failed to suggest a figure. 

□ 

because this figure better characterizes the invention. 



None of the figures 



Form PCT/ISA/210 (first sheet) (July 1998) 




I^fTERNAT^^L SEARCH REPORT e^pUc^aon No. 



PCT^^3/16961 



Box I Observations where certain claims were found unsearchable (Continuation of Item 1 of first sheet) 



This international rqiort has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 



□ 



□ 



□ 

6.4(a). 



Claim Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



Claim Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to 
such an extent that no meaningful international search can be carried out, specifically: 



Claim Nos.: 

because they are dependent claims and are not drafted in accordance with die second and third sentences of Rule 



Box n Observations where unity of invention is lacking (Continuation of Item 2 of fint sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 
Please See Continuation Sheet 



As all required additional search fees were timely paid by the applicant, this international search zepon covers all 
searchaUe claims. 

As all searchable claims could be searched without efTort justifying an additional fee, this Authority did xwt invite 
payment of any additional fee. 



□ 



As only some of the required additional search fees were timely paid by the applicant, this international search 
report covers only those clauns for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant. Consequently, this international search report 
is restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 1-16 

« 

Remark on Protest The additional search fees were accompanied by the applicant's protest 

□ 

No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet(l)) (July 1998) 



INTERNATIONAL SEARCH REPORT. 



Internal 



application No. 



PCT/US03/16961 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC(7) C07H 2I/Q2, 21/04; C12N 5/00. 15/00. 15/63; AOIN 63/00 

US CL 536/23.1. 24.5; 435/320.1. 325. 455; 424/93.2 

According to International Patent Classification (IPC) or tn both national classification and IPC 



B. 



HELDS SEARCHED 



Minimum documentation searched (classification system followed by dassification symbols) 
U.S. : 536/23.1. 24.5; 435/320.1. 325, 455; 424/93.2 



Documentation searched other than mininmm documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and. where practicable, search terms used) 
STN, WEST, MEDLINE, CAPLUS, BIOSIS, SCISEARCH 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ' 



Citation of document, with indication, ^faere appropriate, of the relevant passages 



WO 97/21820 (THE REAGENTS OF THE UNIVERSITY OF CALIFORNIA) 19 June 
1997 (19.06. 1997), abstract, page 4. 



ROJANASAKUL, Y.. Antisense Oligonucleotide Therapeutics: Drug Delivery and 
Targeting, Advanced Drug Delivery Reviews, 1996, Vol. 18, p. 115-131, especially, 
abstrct, page 119, 120. 



□ 

Further documents are listed in the continuation of Box C. | | See patent family annex. 



Relevant to claim No. 



1-8 



9-16 



9-16 



O" 



Spedal categories of cited documeiiu: 

documeat defining die general sute of the art which ii not considered to be 
of particular relevance 

earlier appllc^ioa or patent published on or after the intemadcoal Tiling date 

document which may throw doubts on priority claim($) or which is cited to 
establish the pubUcatioa date of another citation or other special reason (as 
specified) 

document referring to an oral disclosure, use, exhibition a- other means 

document published prior to the intematicoal filing date but later than the 
priority date claimed 



later document published after the international filing date or priority 
date and not m conflict with the svpUcation but cited to understand the 
principle or theory tmderiying the invention 

document o( particular relevance; the dsumed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

documeat of particular relevance; the claimed invention cannot be 
considered to invc^ve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of die same patent family 



Date of the actual completion of the international search 
17 June 2004 (17.06.2004) 



Date of mailing of the 

17 AUG 21 




Name and mailing address of the ISA/US 
Mail Stop PCT, Attn: ISA/US 
Commissioner for Patents 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
Facsimile No. (703) 305-3230 



Authorized officer, 
Shin-Lin Che, 

Telephone /^q/' 7D3-"308-0196 



Form PCT/ISA/210 (second sheet) (July 1998) 



NOTESTO FORM PCT/ISA/220 



These Notes are intended to give the basic instructions concerning the filing of amendments under Article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative 
Instructions under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are 
applicable. For more detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, "Article," "Rule'* and "Section" refer to the provisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions, respectively. 



INSTRUCniONSCONCERNING AMENDMENTS inVDERAimCL^ 19 



The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application. It should however be emphasized that, since all parts of the international application (claims, 
description and drawings) may be amended during the international preliminary exaniination procedure, there is usually 
no need to file amendments of the claims under Article 19 except where, e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has another reason for amending the claims before international publication. 
Furthermore, it should be emphasized that provisional protection, is available in some States only. 

What parts of the international application may be amended ? 

Under Article 19, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended 
under Article 34 before the International Preliminary Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 
or, where applicable. Article 41. 



When ? Within 2 months from the date of transmittal of the international search report or 16 months from the priority 
date, whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the international .Bureau after the expiration of the 
applicable time limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 



Where not to file the amendments ? 

the amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been/is filed, see below. 



How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 
one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made in the lainguage in which the international application is to be published. 



What documents must/may accompany the amendments ? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the "Statement under Article 19(1)" (see below, under "Statement under Article 19(1)"). 

The letter must be in English or French, at the choice of the applicant. However, if the language of the 
international application is English, the letter must be in English; if the language of the international 
application is French, the letter must be in French. 



Notes to Form PCT/ISA/220 (first sheet) (July 1998; reprint April 2002) 



INTERNATIONISBEARCH REPORT 




BOX n. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING 

This application contains the following inventions or groiq>s of inventions which are not so linked as to fonn a single general 
inventive concq>t under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must 
be paid. 

Group I. claim(s) 1-16, drawn to an oligonucleotide that is substantially con^lementary ro a region of KSR RNA, such as any one of 
SEQ ID Nos. 1 and 3-8. and said oligonucleotide inhibits the egression of KSR. a recombinant DNA molecule con^rising a nucleic 
acid encoding an antisense RNA con9}lementary to mammalian KSR RNA or a portion thereof, and an expression vector conq)rising 
said nucleic acid. 

Groi^ II, claim(s) 17-28. drawn to a pharmaceutical coicposition coinprising a therapeutically flmnnnt of an antisense oligonucleotide 
of claim 1 , a method of inihibiting expression of mammalifln KSR, and a method of treating or preventing a liypeiproliferative 
condition associated with the egression of gf-Ras by using a confound or an agent, such as an antisense oligonucleotide that inhibits 
the e;q)ression of inamnmliiin KSR. 

Groiq> III, claim(s) 29, drawn to a method of identifying conqx)unds or agents which inhibit the expression of KSR. 
Groi4> IV. claim(s) 30, drawn to a ribozyme that cleaves KSR mRNA. 

The inventions listed as Groups MV do not relate to a single general inventive concept under PCT Rule 13.1 because, imder PCT 
Rule 13.2, they lack the same or corresponding special technical features for the following reasons: The special technical feature that 
is shared by groins I-III is the antisense oligonucleotide which is conq)lementary to a region of KSR RNA. Groi:^ IV reads on a 
ribozyme that cleaves KSR RNA. WO 97/21820 discloses nucleic acid sequwe encoding the kinase suppressor of Ras (ksr), .vy^ch 
has nucleotide sequence that is 100% identical to SEQ ID Nos. 1 and 4-6 (see counter printouts).- WO 97/21820 also teaches a 
method for screening chemical libraries for lead compounds for a pharmaceutical agent useful in the diagnosis or treatment of disease 
associated with ksr activity or ksr-dependent signal transducdon, and using antisense nuclejc acids or ribozymes comprising the ksr 
sequences or their con^lements or reverse complements in gene therapy applications (e.g. abstract, page 4, first paragraph). Thus, 
there is no fecial technical feature that is contributed over the prior art by the present invention. Therefore, g^oaps MV do not 
relate to a sipgle general inventive concept under PCT Rule 13. 1. 
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PATENT COOPERATION TREATY 

From the INTERNATI BUREAU 



PCT/US03/16961 



PCT 



NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47. 1(c), first sentence) 



Dale of mailing (day/montli/year) 

11 December 2003 (11.12.03) 



DPr 2 3 ?n{ 



Applicant's or agent's file reference 
12161006/PCT 



To: 



DIETZEL, Christine. E. 
Klauber & Jackson 
411 Hackensack Avenue 
Hackensack, NJ 07601 
ETATS-UNIS D'AMERIQUE 



i 



IMPORTANT NOTICE 



Inietnaiional application No. 
PCT/US03/16961 



International filing dale (day/month/year) 
29 May 2003 (29.05.03) 



Priority dale {day/monOt/year) 

30 May 2002 (30.05.02) 



Applicant 



MEMORIAL SLOAN-KETTERING CANCER CENTER et al 



I Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the iniemational appUcalion to the 
following designated Offices on the dale indicated above as the dale of mailing of this notice: 

AU. AZ, BY, OH, ON, CO. DE, DZ, EP, HU, JP, KG, KP, KR. MD, MK, MZ. RU, TM, US 
In accordance with Rule 47. 1(c), third sentence, those Offices wiU accept ihe present notice as conclusive evidence that the ''^'^^'^''^^^ 
S hSaiional aJpUcaiion has duly taken place on^ihe dale of mailing indicated above and no copy of the .nlemaiional apphcauon is 
required to be furnished by the applicant to the designated Office(s). 

The following designated Offices have waived the requirement for such a communication at this time: 

AC A«- Al AM AP AT RA BB BG BR BZ CA CR, CU, CZ, DK. DM, EA, EC, EE, ES, Ft, GB, GD, GE, GH, GM. 
Sr ?f "if KE h£.tc.?5: LR.' Ls'lT LU l5 MA. MG.MN.' MW. MX. Nl. NO. NZ. OA. CM. PH. PL. PT. RO. 

S). SE sgsK.su TJ. TN. TR.'tT.TZ. UA. UG. UZ. VC. VN. YU. ZA. ZM. ZW 
nie communication wiU be made to those Offices only upon their request Furthermore- those Offices do not require the applicam to 
furnish a copy of the international application (Rule 49.1(a-<>«)). 

Enclosed with this notice is a copy of the international appUcation as pubUshed by the International Bureau on 
1 1 December 2003 (1 1 .12.03) under No. WO 03/101386 

TIME LIMITS for filing a demand for international preliminary examination and for entry into the national phase 
The";ppUcable time Umii for entering the national phase wiU. subject to what te said in the following paragraph be 30 MONTmS fr^^^ 
ine appucaoie umc u ...„Zx of anv elected Office if a demand for international prebmmary examination is filed before the 

LxSTofWmon^^^^^^ 

S °"( 1) a' mSLlTti, effL &om I April 2002 applies in respect of that designated Office. For fimher detads^^ 
jTo of ? November 2001. pages 19926. 19932 and 19934. as weU as tiie PCT Newsletter, October and November 2001 and 

February 2(X)2 issues. 

m oracuce time limits other than the 30-month time Umit will continue to apply, for various periods of time, in respect of cert^n 

WlPO's Internet site, at http://www.wipo.ini/pcl/en/index.htnil. 

international preliminary examination (at present. aU PCT Contracting States are bound by Chapter II). 
It is the applicant's sole rcspondbiUty to monitor all these time Umits. 



DOCKETED CPi 



The Iniemational Bureau of WlPO 
34, chemin des Colotnbetles 
12 1 1 Geneva 20, Switzerland 



Facsimile No.(4 1-22) 740. 14.35 



Authorized officer 



Judith Zahra 



Telephone No.(4l-22) 338.91. 1 1 



Form PCT/IB/308 (April 2002) 



